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PART I

ITEM 1. BUSINESS
Special Note Regarding Forward Looking Statements

This report contains plans, intentions, objectives, estimates and expectations that constitute forward-
looking statements within the meaning of Section 27A of the Securities Act of 1933, as amended, and
Section 21E of the Securities Exchange Act of 1934, as amended, which are subject to the “safe harbor”
created by those sections. Forward-looking statements are based on our management's beliefs and assumptions
and on information currently available to our management. In some cases, you can identify forward-looking
statemnents by terms such as “may,” “will,” “should,” “could,” “would,” “expect,” “plans,” “anticipates,”
“believes,” “estimates,” “projects,” “predicts,” “potential” and similar expressions intended to identify forward-
looking statements. Examples of these statements include, but are not limited to, statemenis regarding the
following: the timing and implications of obtaining regulatory approval of any of our product candidates; the
progress of our research programs, including clinical testing; our ability to identify new product candidates;
the potential of any product candidates to lead to the development of commercial products; our anticipated
timing for initiation or completion of our clinical trials for any of our product candidates and expectations
regarding future results of such trials; other statements regarding our future product development activities and
plans to develop or acquire and commercialize product candidates, regulatory strategies and clinical strategies,
including our intent to develop or seek regulatory approval for our product candidates in specific indications;
our future expenditures for research and development and the conduct of clinical trials; the ability of our third-
party manufacturing parties to support our requirements for drug supply; the extent to which our intellectual
property rights may protect our technology and product candidates; the size and growth of the potential
markets for our product candidates and our plans to develop our sales and marketing capabilities to serve those
markets; the rate and degree of market acceptance of any future products; the success of competing drugs that
are or become available; our plans and ability to enter into collaboration arrangements; any statements
regarding our future financial performance, results of operations or sufficiency of capital resources to fund our
operating requirements; and any other statements that are other than statements of historical fact. Our actual
results could differ materially from those discussed in these forward-looking statements due to a number of
factors, including the success and timing of preclinical studies and clinical trials; our ability to obtain a new
partner for faropenem medoxomil on acceptable terms; our ability to obtain and maintain regulatory approval
of product candidates and the labeling under any approval that may be obtained; plans to develop and
commercialize product candidates; the loss of key scientific or management personnel; the size and growth of
the potential markets for our product candidates and our ability to serve those markets; regulatory
developments in the U.S. and foreign countries; the rate and degree of market acceptance of any future
products; the accuracy of our estimates regarding expenses, future revenues and capital requirements; our
ability to obtain and maintain intellectual property protection for our product candidates; the successful
developmesit of our sales and marketing capabilities; the success of competing drugs that are or become
available; and the performance of third party manufacturers. These and additional risks and uncertainties are
described more fully by us in Part I, Item 1A and Part II, Item 7 of this report and in our other filings with the
Commission. You should not place undue reliance on these forward-looking statements, which apply only as
of the date of this report. You should read this report completely and with the understanding that our actuat
future results may be materally different from what we expect. Except as required by law, we assume no
obligation to update these forward-looking statements publicly, or to update the reasons af:tual res.ulls could
differ materially from those anticipated in these forward-looking statements, even if new information becomes

available in the future.

Overview

We are a biopharmaceutical company focused on discovering, dcvefloping, in-licensing and co‘mn?ercializ-
ing innovative anti-infective products. Our most advanced Product candidate, faropenem me.dolxon?d. is a novel
oral, community antibiotic for which we are currently seeking a dcvelopment {md commercialization partn?r.
Our second product candidate, REP3123, is &' new, narrow spectrum antibacterial agent for the treatment o

2



Clostridium difficile, or C. difficile, bacteria and C. difficile-associated disease, an increasing health care
concern among elderly and hospitalized patients. We are also pursuing the development of other novel
compounds that inhibit bacterial DNA replication, which we believe represents a potentially promising drug
target in antibiotic development.

In December 2005, we submitted a new drug application, or NDA, for faropenem medoxomil based on
11 Phase III studies for the following adultf indications: acute bactérial sinusitis; community-acquired
pneumonia; acute exacerbation of chronic bronchitis; and uncomplicated skin and skin structure infections. In
October 2006, the FDA issued a non-approvable letter with respect to our NDA citing the need for further -
clinical studies for all indications, including studies using a superiority ‘design for acute bacterial sinusitis and
acute exacerbation of chronic bronchitis, more extensive microbiologic conﬁnnaligrr,an'd consideration of
alternate dosing regimens. A superiority design trial requires demonstrating that a product candidate is superior
to placebo. Historically, all of our trials were conducted using a non-inferiority desrgh which required these
trials to demonstrate that a product candidate is not significantly less effective 1han an approved treatment. On
January 22, 2008, we received a Warning Letter from the FDA related to our NDA filed in December 2005 for
faropenem medoxomil citing certain conditions found by the FDA during their review of our role as the
applicant of the NDA. Specifically, the Warning Letter noted that certain raw data, descriptions and analysis
supporting clinical trials included in the NDA were not available for the FDA’s review and had not been
obtained or reviewed by us prior to submlsswn of the NDA. We intend to respond to the Wammg Letter
within the timé limits required by the FDA. '

The focus of our activities following receipt of the non-approvable letter from the FDA has been to
clanfy the approval process for faropenem medoxomil in the treatment of commumty resplratory tract
infections. We do not expect to pursue the 1nd1catlon for uncomplicated skin and skin structure infections
unless we enter into a collaboration with a partner that wishes to do so. Based on the FDA's recommendations
in the non-approvable letter, as well as our ongoing discussions with the FDA, we understand that at least two
approved clinical studies using faropenem medoxomil for the treatment of community-acquired pneumonia
will be required for approval in this indication. If we or a futare partner seek approval for faropenem,
medoxomil to treat acute bacterial sinusitis and acute exacerbation of chronic bronchitis in addition to
community-acquired pneumonia, the faropenem medoxomil adult program may be anchored on at least two
clinical trials for the treatment of community-acquired pneumonia with single clinical trials using a superiority
clinical trial design in acute bacterial sinusitis and acute exacerbation of chronic bronchitis. We have
completed a special protocol assessment, or SPA, for the design of a Phase 111 clinical trial of faropenem
medoxomil compared to placebo for the treatment of acute bacterial sinusitis. We plan to continue our ongoing
Phase III placebo-controlled clinical trial for treatment of acute exacerbation of chronic bronchitis with
faropenem medoxomil which is intended to meet the FDA’s requirements. Until we have secured a partner for
the faropenem medoxomil program, which cannot be assured, we plan to limit our faropenem medoxomil
clinical activities to the ongoing Phase III placebo-controlled clinical trial for the treatment of acute
exacerbation of chronic bronchitis. If we are delayed in securing or are unable to secure a partner for the
faropenem medoxomil program, we may elect to discontinue our development activities on this program,
including to discontinue the Phase IIT placebo-controlled clinical trial for the treatment of acute exacerbation
of chronic bronchitis. We have licensed all rights to faropenem medoxomil from Asubio Pharma Co., Ltd., or
Asubio Pharma, in the U.S. and Canada. In addition, we have the sole negotiation right to license such rights
for the rest of the world, except Japan. ., :

*

We are also developing REP3123, our investigational narrow spectrum antibacterial agent, to treat
C. difficile, bacteria and C. difficile-associated disease. C. difficile is a Gram-positive bacterium that causes
diarrhea and other intestinal conditions, such as colitis, and is a major cause of morbidity among the elderly
and hospitalized patients. People generally contract C. difficile-associated disease through the ingestion of
C. difficile spores after coming into contact with a contaminated item or surface. These spores then germinate,
grow and multiply in the digestive tract. In in vitro preclinical studies, REP3123 displayed an ability to inhibit
growth of the C. difficile bacterium and prevent the bacterium from forming the spores that allow it to be
spread from person to person, but without inhibiting other key organisms that are essential for normal
intestinal functioning. Also in preclinical studies, REP3123 exhibited signs it may be able to stop the
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production of destructive intestinal toxins caused by C. difficile bacteria. These results suggest that REP3123
has the potential to reduce C. difficile-associated disease outbreak and relapse rates through reducing the
presence of C. difficile spores and reduce the severity of, or possably gven prevent, C. difficile-associated
disease through inhibiting the growth of or stopping production of toxins caused by C. difficile bacteria. We
retain worldwide rights to REP3123,

We have also developed assays that identify compounds that inhibit bacterial DNA replication. The
compounds may be useful to treat bacterial infections. We believe that bacterial DNA replication is an
attractive target system for new antibacterial drugs because it is an-essential cellular process and stalled DNA
replication can trigger cell death. Qur assays allow for efficient screening of large libraries of small molecules
and are designed to mimic the bacterial DNA replication systems of numerous bacteria, with the goal of
identifying novel inhibitors of bacterial DNA replication. We have identified compounds that are able to
inhibit bacterial DNA replication in these assays. We believe that the novel mechanism of action of our
technology may reduce the risk that bacteria will develop resistance to drugs based on this technology. We are
currently optimizing the initial inhibitors identified in the assays. ,

Strategy

Our goal is to discover, develop, in-license and commercialize novel anti-infective compounds that
address unmet medical needs resulting from growing resistance to existing drug products. Key elements of our
strategy are:

* Maximize the commercial potential for faropenem medoxomil by securing a development and commer-
cialization partner. If approved, we believe that faropenem medoxomil may become a leading
community antibiotic and a preferred branded oral beta-tactam in adult and pediatric markets due to its
safety profile and spectrum of activity. We are seeking a partner for the development and commercial-
ization of faropenem medoxomil in the territories available to us under our license agreement. We plan
to limit our faropenem medoxomil clinical trial activities to the ongoing Phase III placebo-controlled
clinical trial for treatment of acute exacerbation of chronic bronchitis until we have secured a partner
for the faropenem medoxomil program, which cannot be assured.

« Advance development of our novel anti-infective products. We intend to advance our pipeline of novel
anti-infective product candidates by continuing to pursue discovery research programs. We have an
active program to develop a treatment for C. difficile bacterial infections and C. difficile-associated

.disease, which are major causes of morbidity among elderly and hospitalized patients and are diseases
for which existing therapies have significant limitations. We also plan to use our DNA replication
inhibition expertise to develop anti-infective products with novel mechanisms of action.

»'Accelerate growth through acquiring or in-licensing additional products or product candidates that
augment our research and development pipeline or through pursuing strategic alternatives. We
maintain a strong business development capability that will continue to pursue product candidates that
angment our research and development pipeline. In executing these initiatives we expect to consider
strategic alternatives that could involve a merger or the acquisition of some or all of our assets and
reduce our current focus on the development of anti-infective product candidates.

We continuously reassess all of our research and development efforts, including those for the anti-
infective product candidates described above. At any time, we may expand, delay, terminate or dispose of all
or any portion of our research and development programs or we may develop or acquire rights 1o new product
candidates.

'

Antibiotic Market Background and Opportunity

Bacterial infections occur when bacteria that naturally exist in the body or that are inhaled, ingested or
otherwise acquired are not controlled by the immune system. The antibiotics used to treat these infections are
classified as either broad spectrum or narrow spectrum. Broad spectrum antibiotics are typically oral antibiotics
used to treat community-acquired infections, whereas narrow spectrum antibiotics are typically intravenous
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antibiotics used to treat specific bacteria in the hospital setting, with the exception of penicillin. According to
IMS Health, the annual worldwide market for antibiotics was $28.0 billion in 2006, which includes U.S. sales
of $7.7 billion for oral antibiotics. The U.S. oral antibiotics market in 2006 was comprised of $6.2 billion for
the adult market and $1.5 billion for the pediatric market. IMS Health estimates that in 2006, beta-lactams had
a 49% market share of the adult oral antibiotic market representing over 90 million prescriptions and a 75%
market share of the pediatric oral antibiotic market representing over 40 million prescriptions. We believe that
faropenem medoxomil’s safety profile and activity against many common bacterial infections suggest its
potential to become a leading branded oral beta-lactam antibiotic.

We believe the two primary factors that drive a physician’s choice to prescribe an oral antibiotic to treat
community-acquired infections are the drug’s effectiveness against a particular type of bacterial infection and
the drug’s safety profile. We believe that an antibiotic with good efficacy and an excellent safety profile may
be used in preference to a more powerful antibiotic that has the risk of serious side effects, especially in non
life-threatening infections. As a patient’s condition becomes more serious, the physician may be more willing
to expose that patient to a potentially increased risk of side effects and safety issues to obtain the benefit of a
drug that may be more potent against the bacteria that caused the infection.

Oral antibiotics are classified as either first- or second-line therapies for each disease state by key opinion
leader physicians who write the antibiotic treatment guidelines, such as those published by the Sinus and
Allergy Health Partnership and American Academy of Pediatrics. First-line therapy includes both branded and
generic antibiotics and constitutes a larger market than second-line therapy which currently is comprised
primarily of branded products.

According to IMS Health, over 90% of all bacterial infections that occurred in 2006 were classified as
upper respiratory tract infections, lower respiratory tract infections and uncomplicated skin and skin structure
infections. There are three primary classes of oral antibiotics that are prescribed to treat respiratory tract and
skin infections; the beta-lactam class, the macrolide/ketolide ¢lass, and the quinolone class, Each class has a
distinctive chemical structure that is shared by the various antibiotics included in that class.

Beta-lactam antibiotics have been the most widely prescribed antibiotics for more than 50 years. This
class of antibiotics is well known for favorable efficacy, safety and tolerability. Since the introduction of
penicillin in 1942, only two other sub-classes of beta-lactams have been introduced: cephalosporins (1974) and
carbapenems (1985). Carbapenems are only available in intravenous form for use in the hospital setting.
Therefore, if approved, the introduction of the penem sub-class will represent the first oral community beta-
lactam sub-class introduction in more than 30 years.

The penem sub-class of beta-lactam antibiotics has structural features that resemble a fusion of the
penicillin and cephalosporin core structures. An advantage of penems is their ability to resist degradation by
commonly encountered beta-lactamase enzymes. Bacteria commonly become resistant to beta-lactam antibiot-
ics by producing beta-lactamase enzymes that inactivate the antibiotic. Beta-lactamase enzymes are known to
destroy some of the penicillin and cephalosporin antibiotics, which can result in resistance to those sub-classes
of beta-lactam antibiotics. -

Beta-lactam antibiotics are effective against a range of common bacterial infections and do not exhibit
many of the safety issues common with the macrolide/ketolide and quinolone classes. The beta-lactam class is
recommended as first-line therapy for treating acute bacterial sinusitis and uncomplicated skin and skin
structure infections in adults. According to the Infectious Disease Society of America, macrolides are a
preferred treatment for acute exacerbation of chronic bronchitis while quinolones are a preferred treatment for
community-acquired pneumonia.



* The following table shows the prescriptions and percentage use of each class of oral antibiotics in 200
for common adult indications: . - :

Source: IMS Health

Adult Drug Class Share of Indication
Oral Market Beta- Macrolides/ Other
Bacterial Infection Type Indication Prescriptions Lactams Ketolides Quinolones Antibiotic
(in millions)
Upper Respiratory Tract . o
Infections. .. .......... Acuie Bacterial Sinusitis 342 48% 2% 16% 4%
Acute Bacterial QOtitis Media 8.2 72% 8% 6% 4%
Tonsillitis/Pharyngitis 17.8 66% 28% 3% 3%
Lower Respiratory Tract e
Infections. . ........... Acute Exacerbation of Chronic
Bronchitis ' 29.3 19% 51% 21% 9%
. Community-Acquired Ppneumonia 6.5 12% 3% 55% 2%
Skin Infections . .. .-..... .. Uncomplicated Skin & Skin ‘ ‘
Structure Infections 31.8 ' 64% 1% 13% 16%

Total . ............... C41% 26% 22% 11%

The safety profile of the beta-lactam class has been particularly imiportant in the pediatric market. The
beta-lactam class is recommended by the American Academy of Pediatrics as’ first-line therapy for acute
bacterial otitis media, tonsillitis/pharyngitis and acute bacterial sinvsitis in pediatric patiznts. Ketolides and
quinolones are currently not approved for pediatric indications. The following table shows the prescriptions
and percentage use of each class of oral antibiotics in 2006 for common pediatric indications:

Pediatric - t Drug Class Share of Indication

L . Oral Market Beta- . Other
Bacterial Infection Type Indication Prescriptions Lactams Macrolides Quinolones Antibiotic

{in millions) ,.

Upper Respiratory Tract

Infections . ..........., Acute Bacterial Sinusitis 44 85% 14% 1% 1% . '
Acute Bacterial Otitis Media 20.8 89% 5% 0% 2%
Tonsillitis/Pharyngitis 1.7 90% 9% 0% 1%
Lower Respiratory Tract )
Infections . ............ Acute Exacerbation of Chronic
Bronchitis 31 43% 54% 0% 3%
Community-Acquired Pneumonia 15 55% 44% 1% 0%
Skin Infections ... ........ Uncomplicated Skin & Skin
) Structure Infections 29 81% 8% 1% 10%

Total ...\ o 8%  14% 1% 3%

Source: IMS Health

We believe that in addition to efficacy and safety, prescribing décisions in the pediatric market are also !
significantly affected by the tolerability and taste of the antibiotic. Because the efficacy of many antibiotics
depends on the patient taking the full course of therapy at the prescribed times, a patient’s discontinuation of
therapy or refusal 1o take the dnig due to tolerability issues can result in prolongation of the infection and
possibly serious complications.

We believe that three key factors are creating significant opportunities for new branded antibiotics that
are more effective, better tolerated and safer than existing therapies:

* Emergence of drug-resistant bacteria. Over the past several decades, many of the most prevalent
bacteria that cause adult and pediatric respiratory and skin infections have developed resistance to
currently marketed antibiotics. If bacteria are resistant, the infection can become difficult or impossible
to treat and may lead to serious complications, including death. The two most prevalent bacteria in
respiratory infections include Streptococcus preumoniae, or S. pneumoniae and Haemophilus influenzae,
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or H. influenzae. According to the 2006 PROTEKT U.S. surveillance study, designed to track antibiotic
resistance, more than 29% of the Streptococcus species are resistant to at least one of the drugs most
commonly used to treat these infections. Further, following the introduction in February 2000 of the
heptavalent pneumococcal pediatric vaccine Prevnar®, the emergence of non-vaccine serotypes has been
observed. In October 2007, the Journal of the American Medical Association focused attention on §.
preumoniae serotype 19A, a serotype not included in the heptavalent vaccine, and the limited treatment

. options available to pediatric patients due to this serotype’s resistance to many antibiotics commonly
used in children. The rate of H. influenzae resistance to at least one of the drugs most commonly used
to treat infections caused by these bacteria has reached 30%, as reported in the 2005 Journal of Clinical
Infectious Disease. The U.S. Centers for Disease Control has stated that antibiotic resistance is now
among that organization’s top concerns.

Tolerability. Many current oral antibiotics have been associated with tolerability issues that cause
patients extreme discomfort and poor compliance that can lead to product failures. The most widely
reported adverse event among leading oral antibiotics is diarrhea. The prescribing label for two of the
leading oral beta-lactam antibiotics for use in adults, Augmentin® and Omnicef®, lists diarrhea
incidence levels of approximately 15%. )

Safety. Many of the common oral antibiotics in the quinolone and macrolide/ketolide classes are

~ burdened with safety issues such as hepatotoxicity (drug related liver damage), heart rhythm abnormal-
ities, photosensitivity (increased sensitivity to sunlight), hypoglycemia (low blood sugar), hyperglycemia
(high blood sugar) or rash. Macrolide and ketolide antibiotics are also associated with clinically
meaningful drug/drug interactions with frequently prescribed drugs such as cholesterol lowering agents.
To date, four of the nine quinolone antibiotics that have been marketed have been withdrawn from the
market due to safety concerns. Additionally, in February 2007 the labeled indication for Ketek®, a
ketolide, was amended to remove approval for the treatment of acute bacterial sinusitis and acute
exacerbations of chronic bronchitis after the FDA determined that drug’s safety profile, specifically
related to hepatoxicity, no longer justified approval for these indications.




Our Product Candidates and Development Programs

Our current product candidate and development program portfolio consists of the following:

Product Candidate

Faropenem Medoxomil
600mgdose. ................

Target Indications

Acute exacerbation of chronic
bronchitis

Acute bacterial sinusitis

Community-acquired Pneumonia

Development Status

Phase III clinical trial ongoing

Special protocol assessment for
design of placebo-controlled
Phase III clinicat trial completed
in October 2007

Discussion on design of Phase 111
clinical trials ongoing with the
FDA

Faropenem Medoxomil
Oral liquid formulation. .. ... ...

Acute bacterial otitis media
(pediatric)

Phase II clinicatl trial completed

REP3123................... C. difficile bacteria and C. difficile  Preclinical studies completed, IND
-associated discase targeted for the second half of
2008
REPS83 . .................. Impetigo Phase 1 studies completed —

Skin and wound infections

development program on hold

DNA Replication Inhibition . . ..

Faropenem Medoxomil Program

Novel mechanism of action
antibiotic targeting Gram-positive
bacteria maintaining oral
bioavailability and bactericidal
activity

Discovery

Faropenem medoxomil is a member of the penem class of beta-lactam antibiotics. If approved by the
FDA, it would be the first oral penem available outside of Japan. We believe that with its broad spectrum of
activity, potency and safety and tolerability profile, faropenem medoxomil would be appropriate for use as a
first-line therapy for the treatment of community-acquired respiratory tract and skin infections in adult primary
care and pediatric settings. The following characteristics differentiate faropenem medoxomil from existing

beta-lactam antibiotics:

s First oral penem available in the US. If appro'ved by the FDA, faropenem medoxomil would

represent the first new sub-class of beta-lactams (penems) to be introduced in oral form for community
use in more than 30 years. Over the years many bacteria have developed resistance to clder beta-factam
antibiotics. Penems intrinsically are able to resist degradation by beta-lactamase enzymes. Because
faropenem medoxomil is a first product in a new class of antibiotics, its introduction should not be
burdened with resistance issues a1 the levels associated with other existing antibiotics.

* Potency profile.

In vitro studies have indicated that faropenem medoxomil is four times more active

than Augmentin® (amoxicillin/clavulanate} against S. preumoniae, including those strains that have
evolved resistance to penicillin or amoxicillin. Faropenem medoxomil is also generally twice as active
as Augmentin® against H. influenzae, including those strains that have evolved resistance to other beta-
lactam antibiotics. In vitro potency does not always correlate to clinical efficacy.
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* Safety profile. Due to its safety profile, we believe that faropenem medoxomil would be appropriate
as a first-line treatment for common respiratory and skin infections in the primary care setting. We
believe that faropenem medoxomil would allow physicians to reserve quinolones for second-line
therapy, reducing quinolone resistance and improving the risk-to-benefit ratio for individual patients.
Unlike carbapenems, faropenem medoxomil has a low potential for neurotoxicity. In Phase III clinical
testing, faropenem medoxomil has not exhibited the potentially serious safety issues that affect the
macrolide/ketolide and quinolone classes of antibiotics.

= Tolerability profile. In the Phase I1 and Phase I1I clinical studies referenced in our December 2005
NDA that were completed at the 300 mg, twice per day dose, the overall incidence of diarrhea was less
than 5% in over 5,000 patients treated with faropenem medoxomil. This rate of incidence compares
favorably with the incidence of diarrhea reported with other commonly used beta-lactam antibiotics.
We anticipate using the 600 mg, twice per day dose in future clinical trials in adult settings.

Faropenem medoxomil is a prodrug form of the parent compound faropenem and was initially discovered
by Suntory Limited, now known as Asubio Pharma. Faropenem medoxomil is metabolized by the body to
release faropenem sodium, a drug that has been approved and sold in Japan by Asubio Pharma since 1997.
Since then, it is estimated that more than 69 million prescriptions have been written. Prodrugs are designed to
improve the amount of drug reaching the bloodstream in which the prodrug molecule is separated by the
body’s natural metabolic enzymes into its active component and an inactive component. In clinical pharmacol-
ogy studies, approximately 72% to 84% of an orally administered dose of faropenem medoxomil was absorbed
into the bloodstream and then rapidly converted to the active parent compound faropenem, resulting in three to
four times greater bioavailability compared to faropenem sodium.

Preclinical Data.  In preclinical studies, faropenem medoxomil has exhibited broad spectrum activity
that includes bacteria commonly associated with respiratory infections (S. pneumoniae, H. influenzae and
Moraxella catarrhalis, or M. catarrhalis) and uncomplicated skin structure and skin infections (methictllin-
susceptible S. aureus and Streptococcus pyogenes, or S. pyogenes). The following table shows the antibacterial
activities of faropenem medoxomil and other antibiotics against these common respiratory and skin bacterial
pathogens in in vitro studies. The MIC(90) value shown is the minimum inhibitory concentration of drug
required to inhibit growth of 90% of the bacterial isolates within a given population. The lower the MIC(90)
value for a given drug the more potent it is against the population of bacteria.

MIC(50) (pg/ml)
Faropenem  Aogmentin = Omnicef  Zithromax  Levaquin

Respiratory Pathogens
S. pneumoniae

Penicillin-susceptible . . .. ................. 0.008 0.03 0.12 0.25 1
Penicillin-intermediate . . . .. ... . ... ...... 0.25 1 4 p512 1
Penicillin-resistant. . ... ... ... ... ... ... 1 4 >4 512 1
H. influenzae
B-Lactamase-positive. . . . ................. 0.5 2 0.5 4 0.015
B-Lactamase-negative .. .................. 1 1 1 4 0.015
M. catarrhalis
B-Lactamase-positive. . . .................. 0.5 0.5 0.25 =0.06 0.06
B-Lactamase-negative .. .................. 0.12 0.03 0.12 =0.06 0.06
Skin Pathogens
S. aureus
Methicillin-susceptible. . . ................. 012 1 0.5 >64 0.25
Methicillin-resistant . . . . ........ ... ... .. >32 >32 — >64 —
S PYORERES. . i e e e 0.03 =0.0135 =0.03 0.25 1




Faropenem Medoxomil for the Adult Market, We submitted an NDA- for faropenem medoxomil to the
FDA in December 2005 seeking approval for four indications: acute bacterial sinusitis, community-acquired
pneumonia, acute exacerbation of chronic bronchitis and uncorplicated -skin and skin structure infections. In
October 2006, the FDA issued a non-approvable letter for all indications included in the NDA. In the non-
approvable letter, the FDA recommended further clinical studies for all indications, including studies using a
superiority design for the indications of acute bacterial sinusitis and acute exacerbation of chronic bronchitis,
more cxtensive microbiologic confirmation and consideration of alternate dosing regimens. The' FDA did not
raise any safety concerns or chemistry, manufacturing or controls issues related to the product. However, in
January 2008 we received a Warning Letter from the FDA pursuant to completion of the' FDA's review of
clinical trials performed in connection with the NDA for faropenem medoxomil filed in December 2005. The
Warning Letter noted that we failed to make available certain underlying data and analyses from clinical trials
performed by Bayer Corporation, as the previous licensee of faropenem medoxomil, and incorporated by us
into the NDA for FDA review and failed to adequately verify and ensure the integrity of clinical data or
information included in the NDA relevant to the evaluation of faropenem medoxomil safety and effectiveness
derived from certain clinical sites. We intend to respond to the Warning Letter within the time limits required
by the FDA. We are currently conducting a Phase III placebo-controlled clinical trial for treatment of acute
exacerbation of chronic bronchitis with faropenem medoxomit.

Clinical Overview. Regulatory requirements for the approval of new drugs can change over time.
Historically, the FDA and foreign regulatory authorities have not required clinical trials using a superiority
design, including placebo-controlled clinical trials, for the approval of antibiotics but instead have relied on
non-inferiority studies. In a non-inferiority study, a drug candidate is compared with an approved antibiotic
treatment and it must be shown that the product candidate is not significantly less effective than the approved
treatment. All efficacy studies upon which our NDA was based were designed as non-inferiority studies. In
September 2005, the FDA informed us that it would likely require clinical trials using a superiority design
such as a placebo-controlled trial prior to approving faropenem medoxomil for acute exacerbation of chronic
bronchitis. Nevertheless, the FDA agreed to review our application for this indication and accepted the NDA
for filing. In completing their review of the NDA, the FDA established the requirement for superiority studies
for approval for this indication as well as for acute bacterial sinusitis. In October 2007, we completed a special
protocol assessment with the FDA for the design of a placebo-controlléd clinical trial for the treatment of
acute bacterial sinusitis with faropenem medoxomil. Later in October 2007, the FDA issued a Draft Guidance
for Industry titled “Acute Bacterial Sinusitis: Developing Drugs for Treatment”, which guidance generally
encompassed the protocols described in our special protocol assessment for this indication.

The clinical trials that supported our NDA submitted in December 2005 were conducted by Bayer as a
previous licensee of faropenem medoxomil. The primary study objective in most of these studies was to
demonstrate that faropenern medoxomil was non-inferior to a control antibiotic treatment approved for use in
the U.S. Faropenem medoxomil was shown 1o be non-inferior in eight of nine randomized controlled studies
and similar results were demonstrated in two uncontrolled studies. The definition of statistical non-inferiority
was met if there was less than 5% probability (a 95% confidence interval) that faropenem medoxomil was
10% worse than the standard treatment. The choice of & 10% delta conformed to standards for establishing
non-inferiority of antimicrobial agents that had previously been approved. Efficacy evaluation, including
clinical and microbiologic responses, was determined by physician assessment and bacterial cultures. The
clinical outcome analysis was first conducted for subjects who met all the protocol defined criteria or rules
(the “clinically evaluable population”) and subsequentty on all treated subjects (the “intent-to-treat
population™).

The Phase III clinical trials included in our December 2005 NDA were ail conducted hsing a 300 mg,
twice per day. dose. In January 2006, we initiated a placebo-controlled Phase 11I clinical trial for the acute
exacerbation of chronic bronchitis indication using the 600 mg, twice per day, dose. We had previously
evaluated the potential for adverse events with the 600 mg, twice per day, dose in a Phase I study and a
Phase II study conducted in 2005, In the Phase I study, the 600 mg, twice per day, dose was directly compared
to a 300 mg, twice per day, dose, both administered for seven days. In the Phase Il study, a 600 mg, twice per
day dose was compared to a 300 mg, twice per day, dose seven day treatment course in patients with acute
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bacterial sinusitis. In both trials, the adverse events were similar in both type and frequency. Based on the
results of these two studies, together with prior Phase I studies that included increased doses of faropenem
medoxomil higher than 600 mg, we believe that the incidence and severity of adverse events are unlikely to be
substantially higher with the 600 mg, twice per day, dose than previously observed with the 300 mg, twice per
day, dose. ’

Clinical Studies for Acute Bacterial Sinusitis. The efficacy of faropenem medoxomil in subjects with
acute bacterial sinusitis was evaluated in three Phase IH studies at a 300 mg, twice per day dose. In two
comparative studies, where seven-day and ten-day courses of faropenem medoxomil were compared to
cefuroxime axetil, the primary endpoints were met and statistical non-inferiority was demonstrated. The third
study was an open-label (no comparative control treatment) trial in which all subjects received faropenem
medoxomil after undergoing a needle aspiration of the sinus cavity in order to obtain a direct sinus specimen
to culture for bacterial pathogens. The clinical and microbiologic outcomes were consistent with the
comparative studies.

Clinical Studies for Community-Acquired Pneummonia. The efficacy of faropenem medoxomil in subjects
with community-acquired pneumonia was evaluated in four Phase III studies at a 300 mg, twice per day, dose.
In three comparative studies, the primary endpoints were met and non-inferiority was demonstrated for 10-day
therapy with faropenem medoxomil compared to 10-day therapy with amoxicillin/clavulanate, 14-day therapy
with cefpodoxime and 10-day therapy with amoxicillin. The fourth study was an open-label trial in which
bacterial samples were collected for culture. The clinical and microbiologic outcomes were consistent with the
comparative studies at a dose of 300 mg taken two times per day. In the clinical trials included in our
December 2005 NDA, evaluable microbiologic specimens were obtained approximately 9% to 21% of the
time. Based on the non-approvable letter we received to our NDA in October 2006, in future clinical trials a
higher rate of microbiologic specimens for microbiologic confirmation of both bacteriologic disease and
bacteriologic clearance will be required. ’ ‘

Clinical Studies for Acute Exacerbation of Chronic Bronchitis. The efficacy of faropenem medoxomil in
acute exacerbation of chronic bronchitis was evaluated in two comparative, non-inferiority Phase 1II studies.
The primary endpoints were met in both studies and statistical non-inferiority was demonstrated for five-day
faropenem medoxomil compared to five-day azithromycin and seven-day clarithromycin, both macrolide
antibiotics. In January 2006, we initiated a placebo-controlled Phase III clinical trial in this indication using
the 600 mg, twice per day, dose. As of March 5, 2008, we had enrolled 372 patients of a target enrollment of
approximately 610 patients in this clinical trial.

Clinical Studies for Uncomplicated Skin and Skin Structure Infections. The efficacy of faropenem
medoxomil in subjects with uncomplicated skin and skin structure infections was evaluated in two Phase III
studies. The results of one study met the protocol-specified criterion for non-inferiority of faropenem
medoxomil to amoxicillin/clavulanate. A second study did not demonstrate non-inferiority of faropenem
medoxomil to cephalexin. When we pooled the data from the two studies, the eradication rates for the key
pathogens in this indication, S. aureus and S. pyogenes, were high (greater than 90%) and were similar for
faropenem medoxomi! and the comparators. The focus of our current faropenem medoxomil activities is to
clarify the approval process for faropenem medoxomil in the treatment of community respiratory tract
infections. We do not intend to pursue development of faropenem medoxomil for uncomplicated skin and skin
structure infections unless we enter into a collaboration with a partner who wishes to do so.

Other Studies. Three Phase III studies for other indications were also initiated, two in tonsillitis/
pharyngitis and one in uncomplicated urinary tract infections.

The efficacy of five-day treatment with faropenem medoxomil in subjects with tonsillitis/pharyngitis was
evaluated in one Phase III study. The comparator was a 10-day treatment with penicillin VK. Another study
was discontinued shortly after enrollment began. In the comptleted study, a five-day treatment with faropenem
medoxomil did not demonstrate non-inferiority relative to the comparator. The bacteriological cure rate was .
879% in the faropenem medoxomil treated patients and 94% in the penicillin VK patients. We believe that this
difference may be related to the shorter course of therapy in the faropenem medoxomil arm. Multiple
published reports suggest that shorter course therapy with penicillin is associated with lower bacteriological
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cure rates in this indication. We currently do not intend to conduct additional studies in adults for this
indication.

The efficacy of five-day treatment with faropenem medoxomil in subjects with uncomplicated urinary
tract infections was studied in one Phase III study. The comparator was five-day treatment with trimethoprim-
sulfamethoxazole. In this study, five-day treatment with faropenem medoxomil did not demonstrate non-
inferiority relative to the comparator. The clinical cure rate was 86% in the faropenem medoxomil treated
patients and 96% in the trimethoprim-sulfamethoxazole patients. We believe that this difference may be related
at least in part to factors specific to the kidneys. There is an enzyme in the kidneys known to degrade
carbapenem antibiotics as well as faropenem, resulting in decreased drug concentrations in the region of the
infection. We do not consider this indication to be an important commercial opportunity for a beta-lactam
antibiotic such as faropenem medoxomil. We currently do not intend to conduct additional studies in this
indication.

Safety and Tolerability Data. We believe that faropenem medoxomil has a favorable safety and
tolerability profile. The pharmacokinetics of faropenem medoxomil following oral administration were
evaluated in 27 Phase [ studies, three Phase I studies and one Phase III study. Faropenem medoxomil was
well absorbed, rapidly converted to faropenem and reached maximum plasma concentrations approximately
one hour after administration. Single doses of faropenem medoxomil up to 3,000 mg and multiple doses up to
3,750 mg per day were administered without notable safety issues.

We evaluated faropenem medoxomil in a Phase I study to determine whether there was any potential of
faropenem medoxomil to prelong QT interval, a measure of electrocardiac function, which has been
problematic for the quinolone and macrolide ctasses of antibiotics. This “Thorough QT study, required for all
new drug applications, demonstrated that faropenem medoxomil does not cause any electrocardiographic
abnormalities, including QT interval prolongation.

In Phase III clinical testing, faropenem medoxomil exhibited the activity and safety profile typical of
beta-lactam antibiotics with improved tolerability. The Phase III studies have,accrued a safety database
comprising 3,461 patients in respiratory tract infection indications and 4,863 patients in all Phase Il studies.
Faropenem medoxomil has been administered to over 5,000 people including all Phase 1, Phase IT and Phase 11
studies. The most common adverse events involved the gastrointestinal tract, including diarrhea, nausea or
abdominai pain, or the central nervous system, including headaches and dizziness.

We believe that the safety profile of faropenem medoxomil is similar to that of penicillins and
cephalosporins. Unlike some carbapenems, faropenem medoxomil showed no proconvulsant effects in animal
models. There was only one incident of convulsion in the faropenem medoxomil clinical studies (a rate of
0.02%), which the treating physician did not attribute to faropenem medoxomil. In comparison with
amoxicillin/clavulanate, faropenem medoxomil produced lower rates of adverse events, including gastrointes-
tinal events and liver enzyme abnormatities, Unlike macrolides/ketolides and quinolones, faropenem
medoxomil was not associated with hepatotoxicity, heart thythm abnormalities, pholosensntwnty, hypoglycemia
or hyperglycemia.

In the Phase I1 and Phase III clinical studies referenced in our December 2005 NDA, the overall
incidence of diarthea was less than 5% in over 5,000 patients treated with faropenem medoxomil. We believe
the safety and tolerability profile of faropenem medoxomil make it a promising agent to be used as a first-line
antibiotic in the community setting.

Ongoing Clinical Development. We have engaged in discussions with the FDA to determine the clinical
trial designs and regulatory requirements that will be required for faropenem medoxomil to be approved in the
U.S. for treatment of community respiratory tract infections. Based on the FDA's recommendations in the non-
approvable letter, as well as our discussions with the FDA, we understand that at least two approved clinical
studies using faropenem medoxomil for the treatment of community-acquired pneumonia will be required for
approval in this indication. If approval is sought for faropenem medoxomil to treat acute bacterial sinusitis and
acute exacerbation of chronic bronchitis in addition to community-acquired pneumonia. the faropenem
medoxomil adult program may be anchored on at least two clinical trials for,the treatment of community-
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acquired pneumonia with single clinical trials using a superiority clinical trial design in acute bacterial sinusitis
and acute exacerbation of chronic bronchitis. We have completed an SPA for the design of a placebo-
controlled Phase 11l clinical trial for the treatment of acute bacterial sinusitis with faropenem medoxomil. We
plan to continue our ongoing Phase IH placebo-controlled clinical trial for treatment of acute exacerbation of
chronic bronchitis with faropenem medoxomil, which is intended to meet the FDA’s requirernents. We plan to
limit our faropenem medoxomil clinical trial activities to the ongoing Phase 1T placebo-controlled clinical trial
for the treatment of exacerbation of chronic bronchitis until we have secured a partner for the faropenem
medoxomil program. If we are delayed in securing or are unable to secure a partner for the faropenem
medoxomil program, we may elect to discontinue our development activities on this program, including to
discontinue the Phase 11l placebo-controlled clinical trial for the treatment of acute exacerbation of chronic
bronchitis. We further understand that clinical trials for community respiratory indications will include a
requirement for minimum levels of microbiologic confirmation of physician assessed clinical outcomes. Future
clinical trials of faropenem medoxomil in adult settings are expected to be conducted using the 600 mg, twice
per day, dose of faropenem medoxomil. Clinical trials at the 600 mg, twice per day dose will need to
accumulate a safety database of clinical trial participants using faropenem medoxomil of approximately

1,500 patients.

Placebo-controlled Acute Exacerbation of Chronic Bronchitis Study.  We have an ongoing Phase 111 trial
in acute exacerbation of chronic bronchitis. The clinical trial is a placebo-controlled clinical trial of
approximately 610 patients with a primary end point to demonstrate the efficacy, as assessed by the treating
physician, of treatment with faropenem medoxomil over placebo. The initial comparators we selected were
placebo and Ketek (telithromycin). On December 26, 2006, we announced that we had stopped enrollment in
this trial to exclude the Ketek comparator arm. Ketek had initially been included in the study to generate
secondary data points to a product we had projected as a competitor product to faropenem medoxomil. We
based our decision to exclude Ketek on the findings of a joint Advisory Meeting of the FDA’s Anti-Infective
Drug and Drug Safety and Risk Management committees held on December 14 and 15, 2006 that
recommended to the FDA that the risks of using Ketek outweigh the benefits of using the drug for treatment
of acute exacerbation of chronic bronchitis. This recommendation was adopted by the FDA on February 12,
2007. Following required communication with investigational review boards overseeing the clinical trial sites,
we re-initiated this trial without the Ketek comparator arm. Through March 3, 2008 we had enrolled
372 patients into this study and anticipate completing enrollment in the second half of 2008.

In this study, we are using a 600 mg, twice per day dose. Study subjects are taking two 300 mg tablets at
each dose. We anticipate using a single 600 mg tablet in commercial settings, which will require that we
demonstrate bioequivalence of the two dosage forms. We have developed a single 600 mg prototype tablet.
The duration of therapy is five days. We believe that this higher dose may offer the potential for greater
efficacy than the lower dose.

We have comresponded with the FDA regarding our ongoing development work in treating acute
exacerbations of chronic bronchitis. Based on this correspondence, we believe that the results of this single
study may support filing for approval 1o treat this indication as a component of a clinical trials package to
treat community respiratory tract infections that includes two clinical trials using faropenem medoxomil for
the treatment of community-acquired pneumonia. Because the FDA has not issued formal guidance regarding
the design or conduct of placebo-controtled studies for this indication, there can be no assorance that the FDA
will accept such a filing or grant approval even if the results obtained from our study meet the primary
endpoint(s) defined in our protocol.

Faropenem Medoxomil for the Pediatric Market

We are developing a faropenem medoxomil oral liquid formulation for pediatric use. Faropenem
medoxomil has performed well in vitro against many common pediatric pathogens. We believe that the well-
known safety of beta-lactam antibiotics and the tolerability profile of faropenem medoxomil demonstrated in
extensive clinical testing in adults make faropenem medoxomil a promising candidate for the pediatric market.
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Formulation Development. For pediatric indications, it is important that faropenem medoxomil be
available as an oral liquid formulation. For example, the majority of patients being treated for acute bacterial
otitis media are less than three years old and require an oral liquid formulation. Any oral liquid formulation
should have both a competitive taste profile and the requisite stability. Like many other medications, the active
ingredient in faropenem medoxomil is bitter. However, we have developed a prototype oral liquid formulation
that we believe has a competitive taste profile for use in future Phase 111 clinical trials:

Phase 1 Acute Bacterial Oritis Media Clinical Trial Completed. We have completed a Phase II clinical
trial for treatment of acute bacterial otitis media with an oral liquid formulation of faropenem medoxomil. The
study, which was completed at sites in Israel and Costa Rica, was not conducted under our U.S. Investigational
New Drug Application, or IND, for faropenem medoxomil. The Phase II clinical trial studied over 300
pediatric patients at four different doses, administered twice daily, and was designed to determine the dosage
for use in Phase III clinical trials. The clinical trial used a double tap design in which middle ear fluid was
obtained both prior to and during treatment through tympanocentesis, then submitted for culture, which
provided microbiologic confirmation of the effectiveness of faropenem medoxomil in eradicating bacteria from
middle ear fluid. The study met its primary endpoint of generating sufficient data to permit dose selection for
future Phase IH clinical trials in acute bacterial otitis media in that there was a demonstrated dose response in
bacteriological eradication of pathogens from the middle ear. All doses examined were well tolerated and there
was no clear dose effect to tolerability. We believe that these study results will provide the information to
permit dose selection in future Phase III clinical trials.

Regulatory Guidance for the Design of Future Clinical Studies for Treatmerit of Acute Bacterial Otitis
Media. Qur plans to initiate additional clinical trials using faropenem medoxomﬂ for pediatric indications are
dependent on our securing a partner for the faropenem medoxomil program. Aftcr both the assessment of
Phase 11 clinical trial results and consultation with the FDA, we believe we are in a position to design Phase ITI
clinical trials using an improved oral liquid formulation to support an NDA for acute bacterial otitis media in
children. In January 2008, the FDA issued a Draft Guidance for Industry titled “Acute Bacterial Otitis Media:
Developing Drugs for Treatment”. The Draft Guidance for Industry outlines the FDA’s recommendation that
only superiority clinical trials are recommended for acute bacterial otitis mec'iia clinical studies. Superiority
clinical trials may include double blinded, placebo-controlled studies with a background of optimized
antimicrobial therapy, delayed versus immediate therapy, dose response using higher to lower doses and
superiority of the study drug to another drug. Additionally, the Draft Guidance asserts the need for
microbiologic confirmation of bacterial infections through tympanocentesis in at least one superiority clinical
trial. The details of any study design will be determined through an interactive process with the FDA.

Methionyl tRNA Synthetase Inhibitor Program

Qur methionyl tRNA synthetase inhibitor program includes REP3123, our investigational narrow spectrum
antibacterial agent to treat C. difficile bacteria and C. difficile-associated disease, and REP8839, our topical
antibiotic agent to treat skin and wound infections.

We acquired the worldwide rights to the methionyl tRNA synthetase inhibitor program from
GlaxoSmithKline, or GSK, in June 2003 in exchange for 4,000,000 shares of our Serics B convertible
preferred stock at a deemed fair value of $1.25 per share and a final milestone payment of $1.5 million in
June 2006. As part of this asset purchase, we acquired certain patents and patent applications and other
program intellectual property, supporting material and related license rights. We retain the worldwide rights to
this program and have no royalty or other ongoing financial obligations to GSK.

REP3123 and REP8839 are inhibitors of methionyl tRNA synthetase, an enzyme that plays an essential
role in protein synthesis. Inhibition of methionyl tRNA synthetase results in reduced protein synthesis and
attenuation of bacterial growth. REP3123 and REP8839 are members of a novel group of structurally-related
molecules that selectively inhibit the activity of methionyl tRNA synthetase. Methiony! tRNA synthetase is a
specific aminoacyl tRNA synthetase responsible for the attachment of the amino acid methionine to its cognate
tRNA. Aminocyl tRNA synthetases are enzymes that play an essential role in protein biosyntheses by attaching
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amino acids to specific carrier molecules, called tRNAs, that then carry the amino acid to’the ribosome and
donate it to the growing polypeptide chain.

Clostridium difficile Program. C. difficile is a spore-forming Gram-positive bacterium present in the
intestinal tract. Toxin-producing strains of C. difficile can result in C. difficile-associated disease, or CDAD,
that can manifest itself in a wide 'spectrum of clinical conditions, ranging from mild diarrhea to colitis (severe
inflammation of the colon), where serious complications can occur. Oral vancomycin is the only antibiotic that
is currently approved by the FDA for the treatment of C. difficile-associated disease. Metronidazole is also
used extensively in clinical practice following reports of its efficacy in C. difficile-associated disease. However,
recent studies have noted relatively high and growing inctdence of treatment failure and relapse following
treatment using each of vancomycin and metronidazole therapy. Furthermore, widespread vancomycin use
raises resistance concerns. As a result, there are limited clinical options for the treatment of C. difficile-
associated disease. In addition, there are few new drugs in development to treat this condition and a need
exists for the development of new agents to address this emerging problem.

Patients taking antibiotics are at risk of developing C. difficile-associated disease. Antibiotics alter the
normal flora in the intestinal tract, causing it to be more susceptible to overgrowth of C. difficile. Another risk
factor for C. difficile-associated disease is prolonged hospitalization. The spores of C. difficile can be
extremely difficult to eradicate in the hospital setting and recently C. difficile infection has been associated
with health care worker transmissions to patients not receiving antibiotics. People generally contract C. difficile-
associated disease through the ingestion of C. difficile spores after coming into contact with a contaminated
item or surface. These spores then germinate, grow and multiply in the digestive tract. This factor is believed
to contribute to the relapse rate of those treated for C. difficile-associated disease with current therapies of
approximately 15-20 percent.

As a result of these characteristics, in recent years C. difficile-associated disease has emerged as a
significant health concern among elderly and hospitalized patients. In addition, the incidence and severity of
C. difficile-associated disease is increasing worldwide along with the emergence of epidemic strains of
C. difficile with increased virulence. In U.S. hospitals, IMS Health estimate that there are more than 250,000
cases of C. difficile-associated disease per year, prolonging hospital stays and associated health care costs. The
health care costs for treatment of patients with C. difficile-associated disease have been estimated to exceed
$1.1 billion annually,

We are developing REP3123, our investigational narrow spectrum antibacterial agent, to treat C. difficile
bacteria and C. difficile-associated disease. In in vitro preclinical studies, REP3123 has displayed an ability to
inhibit growth of the C. difficile bacterium and prevent the bacterium from forming the spores that allow it to
be spread from person to person, but without inhibiting other key organisms that are essential for normal
intestinal functioning. Also, in preclinical studies, REP3123 exhibited sigﬁs it may be able to stop the
production of destructive intestinal toxins caused by C. difficile bacteria. These results suggest that REP3123
has the potential to reduce C. difficile-associated disease outbreak and relapse rates through reducing the
presence of C. difficile spores and reduce the severity of, or possibly even prevent, C. difficile-associated
disease through inhibiting the growth of or stopping production of toxins caused by C. difficile bacteria, We
anticipate filing an IND with respect to a candidate from our REP3123 program before the end of 2008.

REP8839 Program. During 2007 we were developing REP8839 as a topical agent for the treatment of
skin and wound infections, including MRSA infections. Our initial target indication was the treatment of
impetigo, cne of the most common skin infections among children. In December 2007 we announced that we
had suspended further development work on REP8839 due to the incremental investment that would be
required to optimize the formulation of REP8839 and the size of the initial target market being assessed.
Preclinical studies have indicated that REP8839 exhibits potent activity against major skin pathogens such as
S. aureus and S. pyogenes, including strains of S. aureus thal are resistant to methicillin, vancomycin, linezolid
ot mupirocin. :
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DNA Replication Inhibitors Program.

DNA replication is one of the essential steps in bacterial growth. To reproduce and perpetuate an
infection, bacteria must first replicate their DNA. Two copies must be made so that one can be passed to each
daughter cell. DNA replication is a highty coordinated process. Inhibition of any step from the assembly of
protein complexes 1o the dissociation of the replication machinery, offers the potential of interrupting bacterial
growth and providing the basis for a new class of antibacterial drugs.

Despite the complexity of the replication system, we have developed robust high-throughput screening
strategies through which we were able to identify compounds that interfere with the replication process.

We are advancing a lead series of novel DNA replication inhibitors identified from our proprietary
compound coltection. These inhibitors use a novel mechanism of action to block un essential step in the DNA
replication process. :

Based on current preclinical data, our lead series of compounds exhibits a novel mechanism of action that
may block DNA replication and exhibits oral bioavailability and bactericidal activity against all major classes
of antibiotic-resistant Gram-positive bacteria, including clinically-relevant resistant phenotypes such as methi-
cillin-resistant 5. aureus (MRSA), vancomycin-resistant enterococci (VRE) and penicillin-resistant S. prewumo-
niae (PRSP). Based on the preclinical results to date, we anticipate identifying an IND candidate from within
our lead series before the end of 2008,

Research and Development Programs

Research and development expenditures made to advance our product candidates and other research
efforts during the last three fiscal years were as follows (in thousands):

Year Ended December 31,

2007 2006 2005
Faropenem medoxomil. : . .. ...... ... .. i $29,231  $23,266  $24,744
REPS839. . . .. e 4,550 8,363 3,589
Other research and development. . . ........................ 9,532 6,666 847

$43,313  $38,295  $29,180

Our Former Collaboration with Forest Laboratories

In February 2006, we entered into a collaboration and commercialization agreement with Forest
Laboratories to be cur exclusive partner for the development and marketing of faropenem medoxomil in the
11.S. On May 7, 2007, our collaboration and commercialization agreement with Forest Laboratories was
terminated. This termination followed the issuance in October 2006 of a non-approvable letter by the FDA for
our faropenem medoxomil NDA that was submitted to the FDA in December 2005. As a result of the
termination, we reacquired all rights to faropenem medoxomil previously granted to Forest Laboratories.
Under the agreement, we received $60 million in upfront and milestone payments and throughout the term of
the agreement, we generated approximately $14.6 million of contract revenue for funded activities related to
the development of faropenem medoxomil. There were no penalty fees incurred by either us or Forest
Laboratories in connection with the termination of the agreement and no amounts previously rzceived by us
under the agreement are refundable.

Sales and Marketing

As a community antibiotic, faropenem medoxomil would be primarily marketed in the U.S. io primary
care practitioners, which for adults, include family practice, general practice and internal medicine physicians,
physician assistants and nurse practitioners and for children, include pediatricians arid primary care practitio-
ners. We do not anticipate building sales capabilities to serve the primary care or pediatric markets within the
U.S. or outside the U.S. and will seek a partner with respect to these sales activities.
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Our License Agreement with Asubio Pharma

We entered into a license agreement with Daiichi Suntory Pharma (now Daiichi Asubio Pharma Co.,
Lid.) that was effective in March 2004. Under this agreement, we have an exclusive license to, with the right
to sublicense, Asubio Pharma’s patent rights and know-how to develop and commercialize atl forms of
faropenem medoxomil for adult and pediatric use in the U.S. and Canada. The license includes rights to all
clinical and other data related to faropenem medoxomil generated by Asubio Pharma and prior licensees, other
than rights to manufacture faropenem.

We also have a sole negotiation right to develop and commercialize faropenem medoxomtl in the rest of
the world, excluding Japan, until two years following the commercial introduction of faropenem medoxomil in
the U.S. or Canada. Our license does not include the rights to other forms of faropenem, such as faropenem
sodium, but Asubio Pharma has agreed not to license or market any other form of faropenem for use in the
U.S. or Canada.

In consideration for our licenses, we paid Asubio Pharma an initial license fee of $3.8 million comprised
of $0.6 million paid in 2003 and $3.2 million paid in 2004, In December 2005, we submitted our first NDA
for adult use of faropenern medoxomil and, at that time, we recorded research and development expense in the
amount of $2.1 million for the first milestone due to Asubio Pharma under this agreement. In February 2006,
in conjunction with our entering into the license agreement with Forest Laboratories, this milestone payment
was increased to $3.2 million. The increased milestone amount of $1.1 million was accounted for as research
and development expense in 2006 when the modified terms of the license were finalized. Under the modified
license agreement we are further obligated to make future payments of {i) up to ¥375 million (approximately
$3.3 million as of December 31, 2007) upon initial FDA approval, (ii) ¥500 million (approximately
$4.5 million as of December 31, 2007) upon a product launch and (iii) up to ¥750 million (approximately
$6.7 million as of December 31, 2007) in subsequent milestone payments for faropenem medoxomil. If we
terminate our license agreement with Asubio Pharma, or if there is an intolerable delay in the commercial
launch of faropenem medoxomil, as defined, we will be obligated to pay a termination fee of up to
¥375 million (approximately $3.3 million as of December 31, 2007). Additionally, we are responsible for
royalty payments to Asubio Pharma based upon net sales of faropenem medoxomil.

Our license agreement with Asubio Pharma extends until the last relevant patent expires or 12 years after
the first commercial sale of faropenem medoxomil in the territory, whichever is later. Each party has the right
to terminate the agreement in the event of the bankruptcy or dissolution of the other party or a material breach
of the agreement. We may also terminate the license agreement upon six months written notice in the event
we conclude that development of faropenem medoxomil, preparation or submission of applications or
registrations with respect thereto are to be canceled due to issues of safety or efficacy or it becomes no longer
commercially reasonable to commercialize the product. -

In periods after we or our licensee have marketed faropenem medoxomil in the U.S. for at least twelve
months, if we substantially fail to meet our goals under our sales and marketing plan over a period of two
years, then we must make certain payments to Asubio Pharma or Asubio Pharma may convert our license to a
non-exclusive license, in which case we would be required to grant Asubio Pharma a license to use the
information and know-how we have developed under this agreement.

Under certain circumstances, we may be required to make certain payments to Asubio Pharma upon
termination of the agreement.

Manufacturing

We obtain the drug substance, or active pharmaceutical ingredient, faropenem medoxomil, from Nippon
Soda Company Ltd., or Nippon Soda. As a penem antibiotic, faropenem medoxomil requires dedicated
manufacturing facilities for the manufacture of drug substance and drug product. For many years, beta-lactams
have been produced separately in segregated facilities due to concerns about allergic reactions to these types
of antibiotics. During development, faropenem medoxomil was manufactured by Nippon Soda in a segregated
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building at its Takaoka facility in Japan and Bayer manufactured the faropenem medoxomil tablet internally
for its clinical studies.

In anticipation of commercial production, Nippon Soda expanded and equipped a new facility located in
Nihongi, Japan. The Nihongi facility is presently being used for the manufacture of faropenem sodium for the
Japanese market. Faropenem medoxomil is produced from faropenem sodium by converting it into an ester
prodrug form. We have a requirements contract for the supply of faropenem medoxomil at the Nihongi facility.
Nippon Soda is obliged to supply all of our requirements of faropenem medoxomil and we are obligated to
purchase all faropenem medoxomil requirements from Nippon Soda. We have the right to transfer manufactur-
ing to a third party, with Nippon Soda’s cooperation, if Nippon Soda cannot assure supply and in certain other
circumstances. In the case of such a transfer, Nippon Soda will be required to grant us the necessary licenses,
including the right to sublicense, under its intellectual property to manufacture faropenem medoxomil. Nippon
Soda has patent protection for certain aspects of the manufacturing process through 2014, After a commercial
launch of faropenem medoxomil, the parties have agreed to certain minimum purchase requirements and
pricing. In accordance with our supply agreement ‘with Asubio Pharma and Nippon Soda, as a result of the
non-approvable letter received from the FDA in October 2006 and subsequent activities related to the
development of faropenem medoxomil, we recorded delay compensation fees of $0.9 million in the year ended
December 31, 2007 and delay compensation fees of $0.9 million and an initial order cancellation fee of
$0.6 million in the year ended December 31, 2006. These amounts were recorded as research and development
expense. If commercial faunch of faropenem medoxomil is further delayed, we may incur additional delay
compensation fees of up to ¥105 million ($0.9 million as of December 31, 2007) for 2008 and up to
¥280 million annually ($2.5 million as of December 31, 2007) for all periods following January 1, 2009. If we
terminate this agreement, abandon the development or commercialization of faropenem medoxomil or are
unable to notify Nippon Soda of the faropenem medoxomil launch go date, as defined, by July 1, 2009, we
will be obligated to pay Nippon Soda prorated delay compensation fees through the effective date of
termination and reimburse Nippon Soda for up to ¥65 million ($0.6 million as of December 31, 2007) in
engineering costs. The term of this agreement is for the life of the Asubio Pharma patents on faropenem
medoxomil or 12 years after commercial launch, whichever is longer. We believe that the capacity of this plant
is sufficient to provide commercial quantities of faropenem medoxomil for the next several years.

In 2005, we and MEDA Manufacturing GmbH (formerly Tropon GmbH), or MEDA, entered into a
'supply agreement for production of finished 300 mg adult tablets of faropenem medoxomil, which was
amended as to certain terms in 2006. Beginning in 2006, we became obligated to make annual minimum
purchases of 300 mg adult tablets from MEDA of €2.3 million (approximately $3.4 million at December 31,
2007). If in any year we did not satisfy our minimum purchase commitments, we were required to pay MEDA
the shortfall amount, Fifty percent (50%) of the shortfall amount, if applicable, may have been credited against
future drug product purchases. We were required to buy all of our requirements for 300 mg adult oral
faropenem medoxomil tablets from MEDA until cumulative purchases exceed €22 million (approximately
$32.4 million at December 31, 2007). This agreement was amended in March 2006 such that our obligations
with respect to all purchase commitments and facility decontamination costs were suspended and deemed
satisfied by Forest Laboratories pursuant to an agreement beiween MEDA and Forest Laboratories. Under our
agreement with Forest Laboratories, we remained liable for any shortfall amount in 2006 that may not have
been credited against future drug product purchases. In 2006, we incurred $1.5 million relating to our portion
of the 2006 shortfall in minimum purchases under these agreements. The amount was accounted for as
research and development expense in 2006. In May 2007, concurrent with Forest Laberatories termination of
its supply agreements with MEDA, the previously suspended provisions in our agreements with MEDA were
no longer suspended and our obligations with respect to purchase commitments and facility decontamination
costs were no longer waived. In April 2007, we provided notice to MEDA of our termination of the supply
agreement in accordance with the termination provisions of the agreement as future clinical development of
faropenem medoxomil adult tablets would use 600 mg dosing. As a result of this notice occurring before the
termination date of our collaboration agreement with Forest Laboratories, and as Forest Laboratories, under
the terms of the collaboration agreement, was responsible for supply chain management of faropenem
medoxomil, including obligations under the MEDA agreement, through May 7, 2007 (the term of the
collaboration agreement), we have not accrued for any minimum purchase or termination fees under this
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agreement. MEDA has indicated that it disputes our right to terminate the agreement on the basis indicated in
our notice of termination. We believe that we had the right to terminate the agreement. However, if it is
determined that we have obligations to MEDA beyond May 7, 2007 under the agreement, then additional costs
may be incurred which may include additional amounts for minimum future drug purchases that were not
made and a termination fee for decontamination of MEDA's facility of up to €1.7 million ($2.5 million as of
December 31, 2007).

.

We have built a small scale drug product manufacturing facility at our Louisville, Colorado site. The
facility is used for the manufacture of development batches (oral tablets and liquid suspensions) and for the
manufactore of clinical supplies. The facility is dedicated exclusively for faropenem medoxomil manufacturing
and will not be used for other product classes.

We currently have a'small internal manufacturing group. For our discovery programs, we generally
conduct research and development scale manufacturing in-house or use contract manufacturers. We use
contract manufacturers for scale up of preclinical and clinical quantities of product. We anticipate using
contract manufacturers for commercial scale quantities of product when this is commercially feasible.

Government Regulation and Product Approval

Regulation by governmental authorities in the U.S. and other countries is a significant factor in the
development, manufacture and marketing of pharmaceuticals and antibiotics. All of our products will require
regulatory approval by governmental agencies prior to commercialization. In particular, pharmaceutical drugs
are subject to rigorous preclinical testing and clinjcal trials and other pre-marketing approval requirements by
the FDA and regulatory authorities in other countries. In the U.S., various federal, and, in some cases, state
statutes and regulations, also govern or impact the manufacturing, safety, labeling, storage, record-keeping and
marketing of pharmaceutical products. The lengthy process of seeking required approvals and the continuing
need for compliance with applicable statutes and regulations require the expenditure of substantial resources.
Regulatory approval, if and when obtained for any of our product candidates, may be limited in scope, which
may significantly limit the indicated uses for which our product candidates may be marketed. Further,
approved drugs and manufacturers are subject to ongoing review and discovery of previously unknown
problems that may result in restrictions on their manufacture, sale or use or in their withdrawal from the
market.

Before testing any compounds with potential therapeutic value in human subjects in the U.S., we must
satisfy stringent government requirements for preclinical studies. Preclinical testing includes both'in vitre and
in vivo laboratory evaluation and characterization of the safety and efficacy of a drug and its formulation.
Preclinical testing results obtained from studies in several animal species, as well as data from in vitro studies,
are submitted to the FDA as part of an IND and are reviewed by the FDA prior to the commencement of
human clinical trials. These preclinical data must provide an adequate basis for evaluating both the safety and
the scientific rationale for the initial trials in human volunteers.

In order to test a new drug in humans in the U.S., an IND must be filed with the FDA. The IND will
become effective automatically 30 days after receipt by the FDA, unless the FDA raises concern or questions
about the conduct of the trials as outlined in the IND prior to that time. In this case, the IND sponsor and the
FDA must resolve any outstanding concerns before clinical trials can proceed.

Upon request, the FDA will evaluate an SPA submitted by a sponsor company. An SPA evaluation must
be specifically requested by a sponsor and be submitted for each specific protocol individually. The SPA
submission should include the protocol detail, encugh information for the FDA 10 assess the role of the
protocol within the overall clinical development plan, supporting documentation, questions to the FDA from
the sponsor and the specific regulatory action anticipated through the conduct of the study such as approval of
an indication or a labeling claim. If the SPA is accepted for review, the FDA anticipates responding to the
assessment within 45 days. However, if an FDA question or response requires the SPA- to be revised, it is
considered to be re-submitted thereby re-initiating the 45 day review period, FDA guidance documents suggest
a 90 day total review period due to the anticipated need for revisions. If a clinical trial has commenced prior
to an SPA being approved by the FDA, it will not qualify for SPA review.
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Clinical trials are typically conducted in three sequential phases, Phases I, II and I1I, with Phase 1V trials
potentially conducted after initial marketing approval. These phases may be compressed, may overlap or may
be omitted in some circumstances.

¢ Phase I. After an IND becomes effective, Phase I human clinical trials may begin. These trials
evaluate a drug’s safety profile and the range of safe dosages that can be administered to healthy
volunteers and/or patients, including the maximum tolerated dose that can be given to a trial subject
with the target disease or condition. Phase I trials also determine how a drug is absorbed, distributed,
metabolized and excreted by the body and the duration of its action. '

» Phase II. Phase II clinical trials are typically designed to evaluate the potential effectiveness of the
drug in patients and to further ascertain the safety of the drug at the dosage given in a larger patient
population.

* Phase III. In Phase Il clinical trials, the drug is usually tested in one or more controlled, randomized
trials comparing the investigational new drug to an approved form of therapy or placebo in an expanded
and well defined patient population and at multiple clinical sites. The goal of these trials is to obtain
definitive statistical evidence of safety and effectiveness of the investigational new drug regimen as
compared to a placebo or an approved standard therapy in defined patient populations with a given
disease and stage of illness. :

» Phase IV. Phase 1V clinical trials are studies required of or agreed to by a sponsor that are conducted
after the FDA has approved a product for marketing. These studies ate used to gain additional
experience from the treatment of patients in the intended therapeutic indication and to document a_
clinical benefit in the case of drugs approved under accelerated approval regulations. If the FDA
approves a product while a company has ongoing clinical trials that were not necessary for approval, a
company may be able to use the data from these clinical trials to meet all or part of any Phase 1V
clinical trial requirement. These clinical trials are often referred to as Phase II/IV post approval clinical
trials. Failure to promptly conduct Phase IV clinical trials could result in withdrawal of approval for
products approved under accelerated approval regulations.

After completion of Phase I, I and III clinical trials, if there is substantial evidence that the drug is safe
and effective, an NDA is prepared and submitted for the FDA to review. The NDA must contain all of the
essential information on the drug gathered to that date, including data from preclinical and clinical trials, and
the content and format of an NDA must conform to alt FDA regulations and guidelines. Accordingly, the
preparation and submisston of an NDA is a significant undertaking for a company.

The FDA reviews all submitted NDAs before it accepts them for filing and may request additional
information from the sponsor rather than accepting an NDA for filing. In this case, the NDA must be re-
submitted with the additional information and, again, is subject to review before filing. Once the submission is
accepted for filing, the FDA begins an in-depth review of the NDA. Most NDAs are reviewed by the FDA
within 10 months of submission. The review process is often significantly extended by the FDA through
requests for additional information and clarification. The FDA may refer the application to an appropriate
advisory committee, typically a panel of clinicians, for review, evaluation and a recommendation as to whether
the application should be approved. The FDA is not bound by the recommendation but typically considers it
strongly. If the FDA evaluations of both the NDA and the manufacturing facilities are favorable, the FDA may
issue either an approval letter or an approvable letter, the latter of which usually contains 4 number of
conditions that must be satisfied in order to secure final approval. If the FDA’s evaluation of the NDA
submission or manufacturing facility is not favorable, the FDA may refuse to approve the NDA or issue a non-
approvable letter.

Any products we manufacture or distribute under FDA approvals are subject to pervasive and continued
regulation by the FDA, including record-keeping requirements and reporting of adverse experiences. Drug
manufacturers and their subcontractors are required to register with the FDA and, where appropriate, state
agencies, and are subject to periodic unannounced inspections by the FDA and state agencies for compliance
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with cGMP regulations which impose procedural and documentation requirements upon us and any third party
manufacturers we utilize.

The FDA closely regulates the marketing and promotion of drugs. A company can make only those
claims refating to safety and efficacy that are approved by the FDA. Failure to comply with these requirements
can result in adverse publicity, warning letters, corrective advertising and potential civil and criminal penalties.
Physicians may prescribe legally available drugs for uses that are not described in the product’s labeling and
that differ from those tested by us and approved by the FDA. Such off-label uses are common across medical
specialties. Physicians may believe that such off-label uses are the best treatment for many patients in varied
circumstances. The FDA does not regulate the behavior of physicians in their choice of treatments. The FDA
does, however, restrict manufacturer's communications on the subject of off-label use.

The FDA's policies may change and additional government regulations may be enacted that could prevent
or delay regulatory approval of our product candidates or approval of new indications after the initial approval
of our existing products. We cannot predict the likelihood, nature or extent of adverse governmental
regulations that might arise from future legislative or administrative action, either in the U.S. or abroad.

We will also be subject to a wide variety of foreign regulations governing the development, manufacture
and marketing of our products. Whether or not FDA approval has been obtained, approval of a product by the
comparable regulatory authorities of foreign countries must still be obtained prior to manufacturing or
marketing the product in those countries. The approval process varies from country to country and the time
needed to secure approval may be longer or shorter than that required for FDA approval. We cannot assure
you that clinical trials conducted in one country wilt be accepted by other countries or that approval in one
country will result in approval in any other country.

The Drug Price Competition and Patent Term Restoration Act of 1984, also known as the Hatch-Waxman
Act, provides five years of “new chemical entity,” or NCE, marketing exclusivity, to the first applicant who
obtains approval of an NDA for a product that does not contain an active ingredient found in any other FDA
approved product. If the FDA approves our NDA for faropenem, we will likely be entitled to five years of
NCE exclusivity for faropenem. This exclusivity period would not prevent the submission by a generic
competitor of an abbreviated new drug application, or by a branded competitor of a new drug application
under Section 505(b)(2) of the Federal Food, Drug and Cosmetic Act, for a compound that contains faropenem
medoxomil as the active ingredient as early as four years following the FDA’s approval of our NDA for
faropenem medoxomil. Such a competitor would likely be required to conduct clinical trials to bring a
faropenem medoxomil product, other than faropenem medoxomil, to market in the U.S., though the competitor
may be able to rely in part on the FDA’s prior findings of safety and efficacy of faropenem. Similarly, data
exclusivity in Europe provides a period of up to 10 years from the date a product is granted marketing
approval, during which the regulatory authorities are not permitted to cross-refer to the data submitted by the
original applicant for approval when reviewing an application from a generic manufacturer of the same
approved product. Data exclusivity does not prevent a generic manufacturer from filing for regulatory approval
of the same or similar drug, even in the same indication for which that drug was previously approved in
Europe, based upon data generated independently by that manufacturer.

Intellectual Property

The proprietary nature of, and protection for, our product candidates, processes and know-how are
important to our business, We seek patent protection in the U.S. and internationally for our product candidates
and other technology. Qur policy is to patent or in-license the technology, inventions and improvements that
we consider important to the development of our business. In addition, we use license agreements to
selectively convey to others rights to our own intellectual property. We also rely on trade secrets, know-how
and continuing innovation to develop and maintain our competitive position. We cannot be sure that patents
will be granted with respect to any of our pending patent applications or with respect to any patent
applications filed by us in the future, nor can we be sure that any of our existing patents or any patents
granted to us in the future will be commercially useful in protecting our technology.
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We have licensed two U.S. patents from Asubio.Pharma coveting the faropenem medoxomil composition
of matter and a process for making faropenem medoxomil. Both of these patents expire on November 3, 20135,
The Canadian equivalent of these patents expires in August 2011, The U.S. and Canadian patents are licensed
10 us and we have the sole negotiation right to license such rights in the rest of the world, excluding Japan.
We believe that patent term extension under Hatch-Waxman Act should be available to extend our patent
exclusivity for faropenem medoxomil to at teast 2020 in the U.S. We plan to pursue development of alternative
formulations of faropenem medoxomil, such as a pediatric formulation. We have not controlled and do not
control the prosecution of the patents licensed from Asubio Pharma. We cannot be certain that such
prosecution efforts have been or will be conducted in compliance with applicable laws and regulations or will
result in valid and enforceable patents.

1

Asubio Pharma also owns patents related to faropenem sodium composition of matter that expire in 2008
in the U.S. and have expired in the rest of the world. We do not have a license to the faropenem sodium
patents but our agreement with Asubio Pharma spec:ﬁes that it will not license any form of faropenem for use
in the U.S. or Canada. : b

We acquired worldwide rights to the methionyl tRNA synthetase inhibitor program from GSK in June
2003. Our agreement with GSK included the assignment of patents and patent applications to us relating to
small molecule methionyl tRNA synthetase inhibitors and the targets initially used to identify the inhibitors.
We have filed additional patent applications directed to small molecule lTlC[h]Ol'lyl tRNA synthetase, uses,
production methods and the like. We have two issued U.S. patents that cover REP8839 and additional patent
applications directed to REP8839 and combinations of REP8839 and mupirocin. As of December 31, 2006, we
have 13 issued U.S. patents, 13 pending U.S. patent applications, 1 issued foreign patent and 30 pending
foreign patent applications related to the methionyl tRNA synthetase programs including the REP8839
program. These patem‘; expire from 2017 to 2025,

"We have filed 4 pending U.S. patent applications, two provisional patent aﬁplications, and four pending
foreign patent applications directed to composition of matter and methods of use related to our REP3123
program that expire in 2027. '

We have begun to file patent applications directed to compounds that inhibit DNA replication that have
been identified through our in-house screening efforts. We also own a portfolio of patents related to the DNA
replication targets and drug screening methods to identify inhibitors of DNA replication. As of December 31,
2007, we have | issued U.S. patent, 8 pending U.S. patent applications, 3 issued foreign patents and 16
pending foreign patent applications related to our bacterial DNA replication program, These patents expire
from 2021 to 2027.

Competition ‘

The oral anti-infective markct'p]ace has traditionally been one of the most competitive within the
pharmaceutical industry due to the large number of products competing for tmarket share and significant Jevels
of commercial resources being utilized to promote brands. In addition, our ability to compete may be affected
because in some cases insurers and other third-parties may seek to encourage the use of generic products. This
may have the effect of making branded products less attractive, from a cost perspective, to buyers. Among the
products with which we will directly compete, we expect to differentiate on the basis of greater potency,
improved resistance profile, enhanced safety and tolerability. Although we expect. to face competition in the
future, we do not expect the level of competition from branded products to be as intense as it has been in
prior years due to the recent and ongoing exclusivity expiration of many major brands. Furthermore, we
believe the pipeline of new oral antibiotics to treat community-acquired respiratory tract infections in
development is weak, with a limited number of products currently in Phase III development. Several
pharmaceutical and biotechnology companies are actively engaged in research and development related to new
generations of antibiotics. We cannot predi